The intravenous injection of horseradish peroxidase (HRP) into rats of the Sprague-Dawley strain caused vascular leakage as detectable by a 20-40% increase in the hematocrit and a 15-20% decrease in plasma protein concentration. These changes did not occur when the same amounts of HRP were injected into rats pretreated with antagonists to histamine and serotonin.
After pretreatment with the antagonists, the reabsorption of HRP by the proximal tubule cells (the concentration of HRP in the total particulate fractions) showed a 77% decrease and the urinary excretion of sodium showed more than an 80% increase as compared to the values from rats treated with HRP alone. In addition, the blood clearance rate of HRP was decreased and the urinary excretion of HRP was increased after treatment with the antagonists to histamine and serotonin. The amounts ofsodium and HRP excreted during 5.5 hr were determined.
Prior to collecting urine for the determination of sodium excretion, the rats were induced to empty their bladders onto a sheet of parafilm (by lifting their tails or letting them sniff ether).
This urine was discarded. The rats were also induced to empty their bladders at the end of the experiment (5.5 hr) and this urine was included for 61 ± 6 (15) 5.7 ± 0.3 (15) 147 ± 4 (15) HRP + antagonists 46 ± 2 (11) 6.5 ± 0.6 (10) 144 ± 3 (7) HRP + NaCI' 54 ±3
Ovomucoid' 2. Kidney cortex, 20 mm after intravenous injection of a standard dose of HRP. The section was stained for peroxidase activity with diaminobenzidine and H2O2 for 5 mm at room temperature.
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